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REMARKS 



Claims 1-3, 7 and 8 are pending in this application. Claims 7 
and 8 have been allowed. Claims 1-3 have been rejected. Claims 1 
and 2 have been amended. No new matter has been added by this 
amendment. Reconsideration is respectfully requested in light of 
these amendments and the following remarks. 

I. Withdrawn objections 

Applicants acknowledge the withdrawal of the objection to the 
disclosure fore containing sequences that had not been identified 
by specific SEQ ID NO sequence identifiers. 

II. Claim rejections under 35 USC §112 

Claims 1-3 have been rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which Applicants regard 
as the invention. Specifically, claims 1 and 2 recite the term 
"spleen-derived'', wherein the metes and bounds of what is meant by 
derived is suggested as being indefinite because how similar or 
different from any other cell obtained by a different means or 
source is not clearly set forth in the claim nor the specification. 
Applicants respectfully disagree. Applicants describe a population 
of myeloid-committed stem cells obtained from spleen which are 
depleted of T-cells, stimulated with LPS, transduced and used in 
the treatment of lysosomal storage diseases. See page 13 (lines 30- 
33) and Example II. Thus, in an earnest effort to facilitate the 
prosecution of the instant application, Applicants have amended 
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claims 1 and 2 to indicate that the myeloid-committed stem cells 
are obtained from spleen. Reconsideration and withdrawal of this 
rejection is therefore respectfully requested. 

Claims 1 and 2 (and dependent claim 3) have been rejected 
under 35 U.S.C. 112, first paragraph as containing subject matter 
which was not described in the specification ins such a way as to 
reasonably convey to one skilled in the relevant art that the 
inventors, at the time of filing, had possession of the claimed 
invention. The Examiner acknowledges that the specification 
supports the fact that stem cells can be obtained from the spleen, 
however, the term "spleen-derived" has no literal support. Further, 
it is suggested that the specification fails to provide the 
necessary description of such a cell that would allow the artisan 
to clearly establish the claimed cell from other cells obtained 
from other tissue sources by other means. 

Claims 1-3 have also been rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in 
the specification in such a way to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. The Examiner suggests that the 
specification provides for the isolation of a pluripotent cell from 
the spleen, however, fails to provide other methodology or a 
detailed characterization of the claimed cell. 

Applicants respectfully disagree with these rejections. As 
indicated above. Applicants have identified a unique population of 
cells obtained from the spleen. Examples I and II of the 
specification provide the necessary methodology for obtaining this 
population of cells, i.e., generating a single cell suspension from 
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spleen tissue and depleting the suspension of T-cells. Accordingly, 
the claimed composition of cells can be distinguished from other 
cells based upon being obtained from the spleen and being deficient 
of T-cells. Moreover, Applicants have appreciated that upon LPS 
stimulation (i.e.^ lipopolysaccharides) , these cells are readily 
transduced. Thus, in an earnest effort to clarify the 
characteristics of the claimed compositions. Applicants have 
amended the claims to indicate that cells of the composition are 
lipopolysaccharide-stimulated, transduced, obtained from spleen, 
and deficient of T cells. Support for this amendment can be found 
in Example I, more specifically the paragraph bridging pages 20 and 
21, in view of Ulevitch and Tobias ((1995) Annu. Rev. 
Immunol.13: 431-51 ; abstract enclosed herewith) who teach that 
lipopolysaccharide, also known as LPS, is a stimulant for myeloid 
and nonmyeloid lineage cell activation. In light of these 
amendments. Applicants believe that written description and 
enablement requirements have been met and therefore respectfully 
request reconsideration and withdrawal of rejections under 35 
U.S.C. 112, first paragraph. 

III. Claim rejections under 35 USC §102 

Claims 1-3 remain rejected under 35 U.S.C. 102(b) as being 
anticipated by Freas-Lutz et al. ((1994) Exp. Hematol. 22:857-65). 
Claims 1 and 2 also remain rejected under 35 U.S.C, 102(b) as being 
anticipated by Migita et al. ((1995) Proc. Natl. Acad. Sci. USA 
92:12075-12079). The Examiner suggests that nothing in the claims 
nor the specification provides for more than a functional 
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limitation that the myeloid-committed stem cell is capable of 
differentiating into myeloid lineages and that the Ml cells of 
Freas-Lutz et al. and the CD34+ cells of Migita et al. meet this 
functional requirement. It is suggested that Freas-Lutz et al. 
teach various retroviral constructs using various promoters to 
analyze expression and activity of glucocerebrosidase and include 
the use of phosphoglycerate gene promoter which is expressed in 
macrophages, a differentiated myeloid cell. It is further suggested 
the Migita et al. likewise teach the use of retroviral vectors for 
transfection and expression of an exogenous nucleic acid sequence 
encoding glucocerebrosidase. It is suggested that because the 
instant specification does not specifically define what a myeloid- 
committed stem cell is, the broadest interpretation is that the 
cell is any cell with a restricted ability to become a 
differentiated cell of the myeloid lineage, and the Ml and CD34+ 
cells of Freas-Lutz et al. and Migita et al., respectively, meet 
this interpretation. Applicants respectfully disagree. 

Freas-Lutz et al. teach a bone marrow-derived cell line 
isolated from a SJ mouse with spontaneous myeloid leukemia and 
transduction with retroviral vectors. See abstract. Similarly, 
Migita et al. teach viral transduction of CD34+ cells in the 
presence of protamine sulfate, IL-3, IL-6 and stem cell factor. See 
page 12076, column 1 under heading "Tranduction of Target Cells." 
In contrast, the instant myeloid-committed stem cells are obtained 
from spleen, are T-cell deficient, lipopolysaccharide-stimulated 
and transduced. Because Freas-Lutz et al. and Migita et al. fail to 
teach or suggest all of these essential features of a myeloid- 
committed stem cell, these references fail to anticipate the 
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instant invention. It is therefore respectfully requested that 
these rejections be withdrawn. 

IV. Allowable Siibject Matter 

Applicants acknowledge the allowance of claims 7 and 8. 
However, because Applicants believe that the proposed claim 
amendments overcome the rejection of claims 1-3 under 35 U.S.C. 
§102 and §112, Applicants respectfully request reconsideration of 
claims 1-3 and allowance of all pending claims as presented herein. 

V. Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims is earnestly solicited. 



Date : September 6, 2005 

Licata & Tyrrell P.C. 
66 E. Main Street 
Marlton, New Jersey 08053 

(856) 810-1515 



Respectfully submitted, 




EntrezJ^ubMed 



http://www.ncbi.nlm. nih.gov/entrez/queiy. fcgi?crnd=Retri.. 




Publ|(^ed 



National 
Library 
of Medicine 




Mv NCBI 



[Sign In] [Registerl 



All Databases 



PubMed 



Nucleotide 



Protein 



Genome 



Structure 



OMIM 



PMC 



Journals 



Books 



Search | PubMed 

About Entrez 
Text Version 

Entrez PubMed 
Overview 
Help j FAQ 
Tutorial 

New/Noteworthy 
E-Utilities 

PubMed Services 
Journals Database 
MeSH Database 
Single Citation Matcher 
Batch Citation Matcher 
Clinical Queries 
Special Queries 
LinkOut 

My NCBI (Cubby) 

Related Resources 
Order Documents 
NLM Mobile 
NLM Catalog 
NLM Gateway 
TOXNET 
Consumer Health 
Clinical Alerts 
ClinicalTrials.gov 
PubMed Central 



Sforf 



pGo I [^^^Glearil 



E Limits Preview/Index History Clipboard Details 
Limits: Publication Date from 1960/01/01 to 1998/10/01 



Display I Abstract 
All: 1 Review: 1 ^ 



gll Show 20 Sort by g]| Send to [g| 



□ 1: Annu Rev Immunol. 1995;13:437-57. 



Related Articles, Links 



ANNUAL 



Receptor-dependent mechanisms of cell stimulation by bacterial 
endotoxin. 

Uievitch RJ , Tobias PS . 

Department of Immunology, Scripps Research Institute, La JoUa, California 92037, 
USA. 

In humans and experimental animals the presence of bacterial lipopolysaccharide 
(endotoxin, LPS) signals the presence of gram-negative bacteria. Recognition of 
LPS triggers gene induction by myeloid and nonmyeloid lineage cells. These 
inducible genes encode proteins that include cytokines, adhesive proteins, and 
enzymes that produce low molecular weight proinflammatory mediators. Together 
the products of these inducible genes upregulate host defense systems that 
participate in eliminating the bacterial infection. Unfortunately, these same 
mediators contribute to a serious human disease known as septic shock. 
Considerable progress has been made during the past decade in determining the 
sources, identities, and sequence of release of these mediators. In contrast, until 
recently, marked gaps in our knowledge existed regarding the identity of the LPS 
receptor and intracellular signaling pathways responsible for LPS-induced cell 
activation. The discovery in 1986 of a plasma protein termed LPS binding protein 
(LBP) led to the discovery of unanticipated mechanisms of LPS-induced cell 
activation. CD 14 was found as a soluble serum protein or as a 
glycosylphosphatidylinositol (GPI)-anchored protein of myeloid lineage cells; it 
now occupies a key role in LPS-induced cell activation as we understand it today. 
Here we discuss how LBP enables LPS binding to CD 14 and how complexes of 
LPS and soluble or GPI-anchored CD 14 participate in cell activation. We also 
review the evidence supporting a model for a functional LPS receptor of myeloid 
cells, which is multimeric, comprised of GPI-anchored CD 14 and a presently 
unidentified transmembrane protein that together bind LPS and initiate cell 
activation via kinase cascades. 
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